
STEP 3 NON-STATIN THERAPY BASED ON LDL-C LEVELS

NHS GM Secondary Prevention Statin Intolerance Pathway v1.6 Sept 2025

LDL-C  Level (mmol/L) STEP 1 STEP 2
If LDL-C  remains >2 or not at target

LDL-C  >4.0 (single CV event) or 
LDL-C  >3.5 (multiple CV events)

Refer to lipid clinic for 
PCSK9 mAbs

Add ezetimibe if further reduction 
required

LDL-C  ≥2.6 - 3.5/4.0 mmol/L Inclisiran (month 0, 3, 
then 6-monthly)

Add ezetimibe if further reduction 
required

LDL-C  ≥1.4-2.5 mmol/L Ezetimibe 10mg daily Switch to combination therapy: 
Ezetimibe + Bempedoic acid 
(Nustendi)

GM SECONDARY PREVENTION STATIN INTOLERANCE PATHWAY
For people with established CVD unable to tolerate any dose of statins

STEP 1: Review statin use & assess intolerance
1. Review prior statin use and intolerance:

• Which statins were used? When did symptoms start? Did they resolve after stopping?
2. Assess whether symptoms were due to statins or another cause:

• Consider alternative explanations if symptoms did not resolve (eg musculoskeletal conditions,
vitamin D deficiency, hypothyroidism, concurrent illness).

STEP 2: Optimising statin therapy before considering non-statin options
• If a statin is tolerated at any dose, follow the Secondary Prevention Lipid Pathway.
• If intolerance occurred at a high dose, trial a lower dose first.
• Ensure the patient has tried at least one lipophilic statin (atorvastatin/simvastatin) and one 

hydrophilic statin (eg rosuvastatin).
• Consider alternate-day dosing (e.g. Rosuvastatin 5mg every other day).

EXPECTED LDL-C REDUCTION from
different medications:
• Atorvastatin 20-80mg: 43-55%
• Rosuvastatin 10-40mg: 46-55%
• Ezetimibe: 15-20%
• Bempedoic Acid: 15-25%
• Inclisiran: 50-55%
• PCSK9 mAbs: 60-65%

WHEN TO REFER TO LIPID CLINIC:

• Biochemical intolerance: ALT >3× ULN or 
CK >1000 U/L with muscle symptoms

• Consideration for PCSK9 mAbs (as per 
step 3 criteria)

KEY PRINCIPLES:
THE LOWER THE LDL-C, THE LOWER THE CV RISK
• Statins remain first-line therapy – most patients can tolerate re-trial at lower doses or 

different statins.
• Any dose of statin is better than no statin if tolerated.
• If LDL-C is already at target, no change in therapy is required.
• Patients who genuinely cannot tolerate statins require proactive management.

AAC Pathway
Click here for more 
detailed guidance 
around managing 
stain intolerance, 

rates of side-effects 
and other useful 

information

http://seclipids.gmcvd.com/
http://seclipids.gmcvd.com/
http://seclipids.gmcvd.com/
http://seclipids.gmcvd.com/
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/statin-intolerance-pathway-v2.pdf

	Slide Number 1

